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Please amend the. application as' follows: ■ 
In the claims : ' * : " ^ '» ^v^A^v : ^S^ 

This listing of claims will ..replace all prior versions* d^y^^i^fty^ 
listings, of claims in the. application. 
1. (currently amended)' A compound- of ..general Formula I 

Y^R3 

or a pharmaceutically acceptable, salt or solvate thereof, or a^-J^V- 
solvate of such a salt, . . • ^ 's:V : > 

wherein: ;-*"•■/• ''-/'^^ 

Ri is selected from the, group consisting of: . ^■v^^'-V.v* 



'>.».:* 



C2~C 6 alkyl, substituted with one or more basic groups, ' 
wherein the conjugate acid of. said : basic group has a f*tea pKa ^tr'y^f ' ■ 
from 1 to 15; \. . . ■ -\/V- : v 

cycloalkyl, substituted with ; one. or more basic groups> " : - i 
wherein the conjugate acid of said basic group has a pket pka of.^f";' T. : 
from 1 to 15; t - *•* \?/ : ; : ' 

six-membered heterocyclyl-r qompjpiqirig at lcaot ono nitrogen -'"-y^ ;\ 
atom containing a single he'tef patbm; which heteroatom is 
nitrogen , and substituted with ; one' qrjnore' basic groups, whereio;;- /'»: \ ' 
the conjugate acid of §aid basic, grdup has a pket £>Ka of from 1 / 
to 15; . : v '-. .: V 7 / / - ' ; y ;/l 

hctcrocyclyl, compr-ioi^^/-^ hoteiro atom ooledtgd -'v * W 

from S or 0/ . ond ouboti.^ baoio grbupo^. . '■ - ; " ;■ . 

w herein the conjugate radftd^bjE; pojid baoio group hag a pka of . 

from 1 to 15; and aryl, substituted with one or more basic : * 



■; « * - ( 



NE>woRX4&»4S5-if«i!«i5.4.Doqw -4- * . . "'-V-:: £/-V 
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groups, wherein the conjugate \acid of said basic group" ha s : 
a pfea pKa of from 1 to 15; 

R 2 is selected from the group consisting of H , ( methyl , jeey^-r 

aoylamino, alkyl, alkyloaybofrqyl, allcylthi^T^alicojcy, groyj^ / 
aroylamino, aryloky, arylthioj 'anLidino, amino, aryly 
carbamoyl, OQEbony, cyano, oycloaileyl, forinyl, guanidino, 
halogen, hotcrooyolyl: 7 - and. hydroxy ? ono, nitro# thiol, 
3aN CO - 0 , SO CO MB ■ i and fo^j. G0:'.W8 ; 

R 3 is selected from the group consisting of COOR 5 > SO(OR s ),. S&ift*/ 

P=0(0R 5 )2, B(OR 5 )- 2 , P=OR 5 (OR 5 ), tetrazole, and a carboxylic ^citf ^ 

isostere; 

? 0 . ° 
R 4 represents a — P-Rq -groupie** /'H v 0H group, or a ^L . R 3 group, ♦ : . 

O V ° • • J - 

■• ; ** - ; 

R 5 is H, Ci-C 6 alkyl, or a*yl; * ■ _ 

R 6 is Ci-C 6 alkyl, aryl, cycloalfcyl, hotoirooyclyl r j r or an 
optionally N-substituted 

H 2 N-C(Z)-CONH-C<Z)- or H^QIZ}- grpup; 
io II or Cy -G f alkyl/ 
x is coloctod from - tho group ocmriipting of - 0> SO; co^ r 
C(Z) zi N(Z)j NIlaCQ^ CO^Nri/:) NR^QQ, arld'COMrU ; 
Y is selected from the group cpnsis.fciiigf at Q, N (S) ; 
S y C(2>v/ and o oingio boft €* O ; and "S ;. ari4 . 
Z is independently selected f torn 'tiie; ^irpup consisting of H,. C^-G^ 
alkyl, aryl, cycloalkyt, .an^ ".. 
with the provioop (1) that whcrv; X^'Q^.S* SO, CO,*, MIUGQI t . 

SQg flR^/ or MrucO^ then Y jo C (g>g -.or Id ypiaglo bond and (2) whc.n -- X : 
*s-ej*a , Y io a oinglo bond, lyip. (1, ^ .io CO^H and R4 io C0J1, 
^ t - hon io not — GH^CH (OK) (1H 1,2, 4 trioeol 5 yl), - 

*.:-; * • i>* 
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CK^CH ( oii) (l trityl in 1/2, a trlag'bl 5 yl) , — Gfl^CHJUI^og 
-Sft aCIUd aminoanthra - 0,10 quinonc> . . . \; 

2. (currently amended) The confound according to claim 1, or a i ' 
pharmaceutical ly acceptable salt- or solvate thereof, or a 
solvate of such a salt, 

wherein: * / .-; . .^-v> 

Ra is selected frbm the group consisting of: 

cyclbalkyl, substituted with one or more basic groups, * : ./ 
wherein the conjugate acid of said basic group has a pka pKa o£> :: 
from 1 to 15; and 

six-membered heterocyclyl-H oomprioing at leaot one nitrog<an 
atom containing a single he teroatom, which heteroatom is 
nitrogen, and substituted with one or more basic groups, wherein 
the conjugate acid of said basic group has a pka pica of from * < : - 
to 15; and 

hctcrooyclyl, oomprioing at least one hetoro atom ociccted "/ 

from C or o, and oubstitutcd with, one or more basic groupo, 
wherein the conjugate acid of oaid baoie group hao a pka of. fpew^ ,, 

1 to i c j y* 

ft a io oclcctcd from the group eonbibtiihg of H, Gy 
amino, halogen, — and hydroxy; 
R 3 is COOR5; 

R 4 represents a — k-r^ -group, ». 

O • % ' ■ ; . ... 

% io II, Gfc - Ck alkyl, Or .d^X^ -L.; 

alkyl, ar^rl ^ " Gj^'i^ or Qn 

optionally N oubotifcutcd; . V • •- 
«a N C(g) CONII C(3) — reg44ta N C(g) group, 



NCWVORX4««MS5«4[462»<39jUX3C)(ZK} • ". -6? f : • 
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Y is O or C(g)a ; and 
Z is independently H or Cx-C s ^Utyl.. 

3-26. (cancelled) 

■ ■• ■ .'*'•**.*. • 
27. (new) The compound according to. claim 1 or a 

pharmaceutical^ acceptable salt or solvate thereof, or. a 

solvate of such a. salt, 

wherein: 

R 6 is optionally substituted by one or more selected from the. 
group consisting of acyl> acylamiiio, Ci-C 6 alkyl, a Iky 1 carbamoyl-; 
alkylthio, alkoxy, aroyl, aroylaminp, aryloxy, arylthio, 
amidino, amino > aryl, carbamoyl, carboxy, cyano, cycloalkyl , . 
formyl, guanidino, halogeii, hydrbacy/ oxo f nitro, thio, Z 2 N-C0~0>r; 
ZO-CO-NZ- and Z 2 N-C0-NZ-; ; 

in which said Ci-Ce -alkyl > ;.6yclpai}cyl* and aryl are each 
optionally substituted by one, or more selected from the 
group consisting of acyi, acyl amino, Cj.-C 6 alkyl, 
alkylcarbamoyl, alkylthio, alkoxy, aroyl , aroylamino, 
aryloxy, arylthio, amidino', aii&no> aryl, carbamoyl, 
carboxy, cyano, cycloalkyi, fprmyl, guanidino, halogen, 
hydroxy, oxo, nitro, thiq/ 2^N-COrO-, ZO-CO-NZ- and Z 2 N-C0- 
NZ- ; and 



N£WY)DIU463»«»»4(463M3}_4.00C)UK> - -7- 
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each Z, which is defined in claim l, is independently and : 'V; 
optionally substituted by one or more selected from the 
group consisting of acyl,. acylamino, Ci-C 6 alkyl, H 
alkylcarbatnoyl , alkylthio, alkoxy, aroyl, aroylamino, 
aryloxy, arylthio, amidino/ amino; aryl, carbamoyl, 
carboxy, cyano, cycloalkyl, fo*™yl,. guanidino, halogen, V 
hydroxy, oxo, nitro, thio; Z2N-CO-O- , ZO-CO-NZ- and "f 
Z2N-CO-NZ-. • J 

28. (new) The compound according to claim 27 or a 
pharmaceutical^ acceptable salt or solvate thereof, or a ' j- 
solvate of such a salt,. 

wherein: '-^ 
R« is optionally substituted by one or more selected from the 
group consisting of C x -C«- alkyl, aryl and Z0-C0-NZ-, 

in which said- Ci-Q alky! and iryl -are each optionally 
substituted by one or more selected from the group 
consisting of aryl, oxo and' ZV-CO-itZ- , and 

each Z, which is defined; in cl^im 1, is independently and • 
optionally substituted by aryl: 

29. (new) A process for the. preparation compound according J: 
to any one of claims 1 A 2, 27 and 28 , = 

wherein R lf R 2 , R<, R 5 , R 6/ X and Z are as defined in claim 1, R 3 
is COORs. and Y is O, 
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comprising the step of : 
reacting a compound of Formula XII , 

HO^COOH (XII) 

wherein X, R x and R 2 are as. defined in claim 1, with a compound'"-'"' 1 ' 
of Formula XIII, .v>; 

\ RoPO^ . (XIJI) v; 

wherein R € is as def ined in claim 1, in the presence of a 
coupling reagent under standard conditions. 

V 

30. (new) A pharmaceutical formulation comprising a : ■ ' ■ 
therapeutically effective amount, of a compound according to any- 
one of claims 1, 2, 27 and 28 as active ingredient in 7 
combination with a pharmaceutijzally acceptable adjuvant, 
diluent, or carrier. ' .. < */ " 

31. (new) A method for inhibiting carboxypeptidase U, comprising , 
administering an effective, amount, of a compound according to any 
one of claims 1, 2, 27 and 28/ ' 

32. (new) A pharmaceutical £brmiiiat;iori;- comprising: 

(i) a confound of Formula I as .defined in any one of claims 1.; 
2, 27 and 28, or a pharmaceutically. acceptable salt or solvatfe 
thereof, or a solvate of such a salt ; and . v 

(ii) one or more antithrombotic agents with a different 
mechanism of action from that of component (i) , 
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in admixture with a pharmaceutical ly acceptable adjuvant, 
diluent, or carrier. 

33. (new) A method both fpr inhibiting carboxypeptidase U arid for- 
achieving an antithrombotic -effect" via a different mechanism, 

which method comprises administering a therapeutically 

.• ■ ■ ■ •>< 

effective total amount of: "t ' 

(i) a compound as defined in any one of claims i; 2, 27 and. sk, 
or a pharmaceutically acceptable s?rtt ot solvate thereof, or.-'a 
solvate of such a salt, in admixture with a pharmaceutically ... 
acceptable adjuvant, diluent or carrier j; and 

(ii) one or more antithrombotic agents with a different 
mechanism of action from that of component (i), in admixture 
with a pharmaceutically acceptable adjuvant, diluent, or 
carrier. 

34. (new) A method both for inhibiting carboxypeptidase U and : . : 

« 

for achieving an antithrombotic effect via a different ; i 
mechanism, which method comprises administering the formulation 1 ' 
according -to claim 32* 

35. (new) the compound according . to, any one of claims 1., 2, 27 

and 28, wherein the baiaic grbup; is selected from the group 
consisting of amino, amidino/ arid guainidino. 

36. (new) The process according to claim 2:9, wherein the 

coupling reagent .is; selected consisting of:' v 

(i) dicyclohexylcari^diini^ amino 
pyridine (DMAP) ; ■;■/■• .1 

( ii) (benzotriazol-l-yloxy) tripyrroliidinophosphonium 
hexaf luorophosphate (PyBop)/ diisopropylethylamine (DIPEA) ; 
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and ' ■ ; '- v V; 

(iii) SOCl 3 . I ' 2* 

i ■*. * , 

.37. (new) The formulation according to. claim 32, wherein the ;- V 
antithrombotic agent with; a Y4i*feranA mechanism of action",?;: 
is selected from the group consisting of an antiplatelet 
agent, thromboxane receptor inhibitor, synthetase 
inhibitor, fibrinogen receptor antagonist, prostacyclin 
mimetic, phosphodiesterase inhibitor , and an ADP- receptor 
(P 2 T> antagonist . „ V. 

38. (new) The method according, to claim 33, wherein the 
antithrombotic agent with a different mechanism of action is .V 
selected from the group consisting of an antiplatelet ageht, ; 
thromboxane receptor inhibitor, synthetase* inhibitor, fibrinogen - 
receptor antagonist, prostacyclin mimetic,: phosphodiesterase. * : f 
inhibitor, and an ADP-receptor (P 3 T) antagonist • 

39. (newy A method for treatment of thrombosis and 
hypercoagulability, con?>rising. administering to a patient in 
need of such treatment ah effective ^athount 1 of a compound 
according to any one of claims ly 2/ 27 arid 28. 
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